REMARKS 



Reconsideration of the application is accepted in view of the remarks 
presented herein and the amendments to the claims. 

The claims in the application are claims 36 to 38, all other claims having been 
cancelled. The claims are limited to the compounds of originally elected examples 23 
and 3 19 but Applicants reserve the right to file divisional applications to the non- 
elected subject matter. 

Claims 26 to 32, 34 and 35 were rejected under 35 USC 1 12, first paragraph 
as failing to comply with the written description as the Examiner deemed did not 
support treating Parkinson's disease. 

Applicants traverse this ground of rejection since the specification clearly 
supports the treatment of Parkinson's disease to which the claims are directed to 
pages 1 and 2 and are clearly directed to Parkinson's disease and page 6 discusses 
MAO inhibition which is known to be useful in treating Parkinson's disease as can be 
seen from the 4 literature references submitted herewith, particularly those of Dr. 
Stoll et al and Dr. Guay et al. Therefore, the specification is enabling for treatment of 
Parkinson's disease and withdrawal of this ground of rejection is requested. 
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The cancellation of claim 35 obviates the rejection based on 35 USC 1 12, 
second paragraph. 

Claim 34 was rejected on double patenting over the claims of U.S. Patent 
application Serial No. 1 1/256,901 and claims 26 to 33 and 35 were rejected on double 
patenting over the claims of U.S. Patent application Serial No. 1 1/256,901. 

Applicants traverse this ground of rejection in view of the amendment of the 
claims limiting the claims to the compounds to Examples 23 and 3 1 9 and the 
Examiner's restriction requirement which deems the compounds to be patentably 
distinct. Therefore, the rejection is not believed to be proper and withdrawal of the 
same is requested. 

In view of the amendments to the claims and the above remarks, it is believed 
that the claims point out Applicants'patentable contribution. Therefore, favorable 
reconsideration of the application is requested. 

Respectfully submitted, 
Hedman and Costigan 

Charles A. Muserlian #19,683 
Attorney for Applicants 
Tel. 212 302 8989 
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Rasagiline (TVP-1012): a new selective monoamine oxidase 
inhibitor for Parkinson's disease. 

Guav DR . 

Department of Experimental and Clinical Pharmacology, College of 
Pharmacy, University of Minnesota, Minneapolis, Minnesota 55455, 
USA. guayx001@umn.edu 

OBJECTIVE: This article reviews the chemistry, 
pharmacodynamics, pharmacokinetics, clinical efficacy, 
tolerability, drug-interaction potential, indications, dosing, 
a nd potential role of rasagiline mesylate, ai 
" - — (MAO) faraa^M AO-B^ 

1ETHODS: A 

MEDLINE/PUBMED search (1986 through September 2006) 
was conducted to identify studies involving rasagiline 
written in English. Additional references were obtained from 
the bibliographies of these studies. All studies evaluating 
any aspect of rasagiline, including in vitro, in vivo (animal), 
and human studies, were reviewed. RESULTS: Rasagiline 
mesylate was developed with the goal of producing a 
selective MAO-B inhibitor that is not metabolized to 
(presumed) toxic metabolites (eg, amphetamine and 
methamphetamine, which are byproducts of the 
metabolism of selegiline, another selective MAO-B 
inhibitor). In vitro and in vivo data have confirmed the 
drug's selectivity for MAO-B. Rasagiline is almost 
completely eliminated by oxidative metabolism (catalyzed 
by cytochrome P-450 [CYP] isozyme 1A2) followed by renal 
excretion of conjugated parent compound and metabolites. 
Drug clearance is sufficiently slow to allow once-daily 
dosing. Several studies have documented its efficacy as 
monotherapy for early-stage disease and as adjunctive 
therapy in L-dopa recipients with motor fluctuations. As 
monotherapy, rasagiline is well tolerated with an adverse- 
effect profile similar to that of placebo. As adjunctive 
therapy, it exhibits the expected adverse effects of 
dopamine excess, which can be ameliorated by reducing the 
L-dopa dosage. CYP1A2 inhibitors slow the elimination of 
rasagiline and mandate dosage reduction. Hepatic 
impairment has an analogous effect. The recommended 
dosage regimens for monotherapy and adjunctive therapy 
are 1 and 0.5 mg PO QD, respectively. CONCLUSIONS: 
Despite the well-documented selectivity of rasagiline, the 
manufacturer recommends virtually all of .the dietary (vis-a- 
vis tyramine) and drug restrictions of the nonselective MAO 
inhibitors. Although useful, selective MAO-B inhibitors have 
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Rasagiline: A second-generation 
monoamine oxidase type-B 
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Neuropharmacological, 
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Rasagiline mesylate, a new MAO-B 
inhibitor for the treatment of 
Parkinson's disease: a double-blind 
study as adjunctive therapy to 
levodopa. [On Neurxppharmacol. 20001 

Rasagiline. 

[Drugs Aqinq. 20051 

Rasagiline as an adjunct to 
levodopa in patients with 
Parkinson's disease and motor 
fluctuations (LARGO, Lasting effect 
in Adjunct therapy with Rasagiline 
Given Once daily, study): a 
randomised, double-blind, parallel- 
group trial. [Lancet. 20051 
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a limited role* in Parkinson's disease. Of greater interest is 
the potential neuroprotective effect of rasagiline and its 
major metabolite, l(R)-aminoindan, which may have great 
utility in a wide variety of neurodegenerative disorders of 
aging. In addition, bifunctional molecules combining 
selective MAO-B inhibition (based on the active moiety of 
rasagiline) with acetylcholinesterase inhibition or iron 
chelation may eventually be useful in Alzheimer's disease. 

PMID: 17296539 [PubMed - indexed for MEDLINE] 
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The path from anti Parkinson drug selegiline and rasagiline 
to multifunctional neuroprotective anti Alzheimer drugs 
ladostigil and m30. 

Youdim MB . 

Eve Topf Centres of Excellence for Neurodegenerative Diseases 
Research, Technion-Rappaport Family Faculty of Medicine and 
Department of Pharmacology, Haifa, Israel. 
youdim@tx.technion.ac.il 

The therapeutic use of enzyme inhibitors in treatment of 
neurodegenerative diseases has its origin in the anti 
Parkinson action of the selective monoamine oxidase (MAO) 
B inhibitor, l-deprenyl (selegiline ), a failed anti depressant 
in 1975. This led to further ' 
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«ptechol-0-methyltansferase and cholinestrerase 
^gma^BlteEBgsa^B!agaM^51Sm^g& One of the main 
reasons for the cognitive deficit in dementia of the 
Alzheimer' type (AD) and in dementia with Lewy bodies 
(DLB) is degeneration of cholinergic cortical neurones and 
synaptic plasticity. This led to a correlation that similar to 
Parkinson's Disease (PD), cholinesterase inhibitors (ChEI) 
may also have therapeutic activity in AD. Significant 
percentage of AD and DLB subjects also nigrostriatal 
dopaminergic, locus ceruleous noradrenergic and raphe 
nucleus serotoninergic neurones. The present ChEI anti AD 
drugs have limited symptomatic activity and devoid of 
neuroprotective property that is needed for disease 
modifying action. It is becoming clear that there are no 
magic bullets for neurodegenerative disorders and shut gun 
approach is needed either as polypharmacology or drugs 
with multiple activity at different target sites in the CNS. 
The complex pathology of AD as well as cascade of events 
that leads to the neurodegenerative process has led us to 
develop several multifunctional neuroprotective drugs with 
several CNS targets with possible disease modifying 
activity. Employing the pharamcophore of our antiparkinson 
drug rasagiline (Azilect, Agilect, N-propagrgyl-lR- 
aminoindan) we have developed a novel multifunctional 
neuroprotective drug, ladostigil [TV-3326 (N-propargyl-3R- 
aminoindan-5yl)-ethyl methylcarbamate)], with both 
cholinesterase-butyrylesterase (Ch-BuE) and brain selective 
monoamine-oxidase (MAO) AB inhibitory activities 
possessing the neuroprotective-neurescue propargyl 
moiety, as potential treatment of AD and DLB and PD with 
dementias. Since brain MAO and iron increase in AD, PD 
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and ageing, that could lead to iron dependent oxidative 
stress neurodegeneration, we have developed another 
series of multifunctional drugs (M30 HLA-20 series) which 
are brain permeable iron chelators- brain selective MAO 
inhibitors and possess the propargyl neuroprotective 
moiety. These series of drugs have the ability of regulating 
and processing APP (amyloid precursor protein) and 
reducing Abeta peptide, since APP is a metaloprotein, with 
an iron responsive element 5d'UTR similar to transferring 
and ferritin. 

PMID: 17168653 [PubMed - indexed for MEDLINE] 
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Rapid conversion from one monoamine oxidase inhibitor to another. 

Szuba MP, Hornig-Rohan M, Amsterdam JD. 

Depression Research Unit, University of Pennsylvania Health System, Philadelphia, USA. 

BACKGROUND: Numerous sources state that switching from one monoamine oxidase (MAO) inhibitor to 
another can be done only after a 14-day washout period. In hospitalized patients and severely depressed 
outpatients, such a wait may be impracticable. METHOD: We reviewed the case histories of eight 
consecutive and random patients whom we converted from one MAO inhibitor to another within less than 
the recommended waiting period. RESULTS: Only one patient experienced troubling adverse effects and 
these effects were brief and time-limited. The patient's symptoms were indicative of either withdrawal from 
tranylcypromine or a mild serotonin syndrome. All other patients tolerated the conversion well with 
^x^t^^t^x^/ 86 effeCtS * F ° Ur ° f * e eight patients event "ally responded to the new MAO inhibitor 
x,An l u ? rCSUltS su ^ est that some Patients can be cautiously but rapidly switched from one 

MAO inhibitor to another without prolonged drug-free periods. Unquestionably, this strategy should be 
used only when the clinical picture mandates a rapid conversion. Further, it should be reserved for those 
patients with established high compliance and should include close monitoring and the use of a low- 
tyramine diet. Extreme caution must still be undertaken in utilizing this approach until larger studies more 
accurately determine the frequency of serious adverse effects. 

PMID: 9269251 [PubMed - indexed for MEDLINE] 
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Related Articles. Links 



Age-related memory decline and longevity under treatment with selegiline. 
Stoll S, Hafner U, Pohl O, Muller WE. 

Central Institute for Mental Health, Department of Psychopharmacology, Mannheim, Germany. 



__ __ _ further, beneficial effects in 

THzheimer's disease have also been described as well as neuroprotective effects, increased longevity and an 
attenuation of age-related cognitive decline in experiments using rats. Our studies in mice and Syrian 
hamsters aim at the question whether the effects of selegiline reported in the rat can be generalized to other 
species. Aged female NMRI-mice (23 mo.) treated with selegiline (0.25 mg/kg, i.p., 3 times a week for 2-3 
weeks) showed no treatment effect in the Morris water maze and in passive avoidance learning after 2 and 3 
weeks of treatment. However, Syrian hamsters chronically treated with selegiline (0.05 mg/kg/day in the 
food; starting at 12 months old) showed a 3 month delay in the age-related decline of spontaneous alteration 
behavior, a measure of longer-term memory, compared to untreated controls. Since treated hamsters also 
show increased longevity (study still in progress) the data suggest a protective effect of a chronic treatment 
with selegiline against age-related cognitive and physical decline. 

Publication Types: 

• Review 

• Review, Tutorial 
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